. US005431881A
United States Patent (19 (1] Patent Number: 5,431,881
. %
Palacios 451 Date of Patent: Jul. 11, 1995
[54] TREATMENT OF HAIR LOSS AND [56] References Cited
DERMATOLOGICAL PROBLEMS PUBLICATIONS
[76] Inventor: Henry J. Palacios, 8005 Algarve St, Ty, Merck Index Budavari et al. eds. Merck & Co., Inc.
McLean, Va. 22102 Rahway N.J. 11th Edition 1989, pp 1446-1447.

[*] Notice: The portion of the term of this patent  p,;., ary Examiner—Christine M. Nucker
subsequent to Oct. 26, 2010 has been  ycqir0ns Examiner—Julie Krsek-Staples

disclaimed. Attorney, Agent, or Firm—Glenna Hendricks; Stephen
[21] Appl. No.: 164,553 Gates
[22] Filed: Dec. 10, 1993 [57] ABSTRACT
[51] Int CLS ... AGIK 31/56; A61K 39/35  AKit for use in determining the dosages and administer-
[52] US.CL 422/61; 514/178;  ing testosterone for the treatment of hair loss and disor-
424/198.1; 424/275.1; 436/817; 435/975 ders involving the lubricating function of the skin.
[58] Field of Search .......................... 424/198.1, 275.1;

436/817; 514/178; 530/389.2; 422/61 2 Claims, No Drawings



5,431,881

1

TREATMENT OF HAIR LOSS AND
DERMATOLOGICAL PROBLEMS

FIELD OF THE INVENTION

This invention provides a means of treating hair loss
and other dermatological problems of allergenic origin
using desensitizing doses of allergens.

BACKGROUND OF THE INVENTION

The treatment of dermatological problems related to
hair loss has been a topic of considerable study. The
most widely used treatment at the present time is topical
application of minoxidil (Rogaine T™ ) for restoration of
hair loss on the crown of the head of individuals with
male pattern androgenic baldness of hereditary origin.
The method has several disadvantages. The hair pro-
duced is usually short, thin, and often discolored. The
hair loss resumes as soon as the treatment with minox-
idil is discontinued. That treatment does not alleviate
unattractive appearance of hair that arises from an ab-
normally dry or oily scalp. Moreover, the use of minox-
idil is effective in only 10% to 20% of the patients suf-
fering from hair loss.

There have been reports of treatment of premenstrual
syndrome using minidoses of progesterone as desensitiz-
ing allergens. No previous disclosure of use of mini-
doses of androgens to relieve dermatological problems
of dryness, abnormal oil production and distribution, or
hair loss has been reported.

DESCRIPTION OF THE INVENTION

This inventor had noted that allergy treatment for
sinus and nasal conditions frequently resulted in im-
proved moistness of the skin and improved hair produc-
tion and retention. However, when specific allergic
response to specific antigens more commonly used for
treatment of allergies was not indicated, or when such
treatment did not result in effective treatment of hair
loss and other dermatological problems of dryness or
inappropriate oil production and distribution in the skin,
treatment with testosterone or house dust suspensions
often proved to be highly beneficial. The dosage is
individualized in accord with the teachings disclosed
herein.

It is the purpose of this invention to provide means of
treating hair loss and skin problems by administration of
very small doses of testosterone or house dust allergens.
While it has been common to treat specific food and
inhalant allergies with desensitizing doses of specific
food, pollen, and other antigenic materials, the use of
house dust suspensions is little used today to treat aller-
gic symptoms. It has now been found that many patients
suffering from hair loss and other dermatologic mal-
functions, in particular, dry scalp and abnormal distri-
bution of oil, suffer from either allergy to house dust or
allergic response to testosterone. '

It has also been found that when there is a familial
history of hair loss and abnormal lubricating function of
the skin, treatment using minidoses of testosterone to
treat the chronic allergic conditions can be of great
value in restoring hair production and retention and in
improving skin condition. The hair distribution result-
ing from the treatment disclosed herein is normal. Fur-
thermore, the hair produced in response to this treat-
ment was attractive and normal in appearance and was
retained for a considerable period of time after the treat-
ment was discontinued. The skin of the patient treated
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by the methods of the invention is usually soft and well
lubricated.

Treatment with minidoses of testosterone alone or
with or house dust suspensions is relatively inexpensive.
The testosterone therapy is easily administered by the
patient without use of equipment required for injection.

EXAMPLE
Testosterone Therapy

When the patient is believed to suffer from testoster-
one allergy, the method of determining the appropriate
dosage is essentially the same as that used in determin-
ing appropriate dosage for use in any regimen involving
desensitization therapy by administration of neutraliz-
ing doses of allergens. The optimal dosage is usually in
the range of 0.0006 to 2 mg. per day administered once
daily to the oral mucosa, preferably sublingually. When
administered by this route, the medication is usually
absorbed in about 30 seconds. The patient who is aller-
gic to testosterone will usually show symptoms of hy-
persensitivity to the highest dosages, and such symp-
toms of hypersensitivity will not be seen at desensitizing
dosage. Any ester of testosterone or testosterone itself
may be used in the manner exemplified so along as an
aqueous suspension can be prepared that will be readily
absorbed through the mucosa. Examples of such esters
are the alkyl and cycloalkyl esters of 1-6 carbons,
which may be branched or substituted with a phenyl
substituent.

During testing, the patient should be placed in a quiet
environment where he is made as comfortable and re-
laxed as possible. A dose of testosterone is then adminis-
tered sublingually, and the patient is asked to indicate
any symptoms that appear after administration of the
testosterone. Symptoms most frequently reported are
headache, drowsiness, inability to concentrate, tired-
ness, sudden lack of energy, sweating of the palm of the
hands, visual disturbances of any kind (including blur-
ring) or a light headed feeling. Any dosage that causes
such a symptom is considered a provoking dose and is
deemed excessive. It should be noted that all of the
mentioned symptoms are common to persons suffering
acute allergic reactions. An appropriate dose is that at
which symptoms of allergy are no longer experienced
after administration.

If the patient is currently suffering from symptoms of
allergy such as sinus problems, migraine headaches,
nasal steffiness, hot flashes, joint stiffness, inability to
concentrate, anxiety, or visual disturbances before ad-
ministration of the testosterone, he may actually note a
relief of symptoms within up to 30 minutes after admin-
istration. Such relief would indicate that the dose ad-
ministered is a desensitizing dose. Any change in condi-
tion should be taken into consideration. The appropriate
dose is that at which pre-existing allergic symptoms
disappear. In fact, the methods of the invention should
be tried on patients suffering from such allergies if other
conventional means of treatment prove ineffective,
since allergic symptoms may be due to inappropriate
response to testosterone.

It has now been found that treatment of patients with
symptoms of premenstrual syndrome may be accom-
plished by methods of the invention, namely, testing
with small dilutions of testosterone, as taught herein,
followed by treatment with appropriate desensitizing
doses of testosterone.
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The methods of the invention have also proved useful
elderly persons suffering from generalized hair loss.

The process of determination of appropriate dosage
usually is inaugurated using a dose of 0.05 ml of an
agueous composition containing 20 mg per ml. of testos-
terone to deliver a dose of 1 mg. The testosterone is
then administered daily in successive 1:4 dilutions using
1 ml of the last concentration to 4 ml of distilled water
to be continued until the appropriate dosage is reached.

The smallest dosage used is 0.0006 mg. For purposes of 10

this application, the dosage will be delineated #1 to #7,
with #1 being a dose of 1 mg. and #7 being 0.0006 mg.
It may, thereafter, be wise to further optimize the dos-
age by administration of 0.1 ml, 0.15 ml or 0.2 ml of a
dose near the end point at which adverse allergic symp-
toms are relieved or at which symptoms of acute aller-
gic response no longer occur.

The response of individuals to antigens varies greatly.
The most commonly used dosage is taught herein
merely as a guide to most common usage. In fact, the
treatment described herein will be found, in some indi-
viduals, to require much lower dosages than provided
with dilution #7. It must be stressed that in each and
every case the individual dosage should be individually
determined using the methods taught herein with con-
tinuing serial dilutions until appropriate dosage is deter-
mined.

It is also possible to determine appropriate dosage
using an electronic medical device for determining ap-
propriate dosage of homeopathic medications and anti-
gens. An example of such a device is the Vega machine
made in Germany. That device is designed particularly
to determine optimum dosage of homeopathic medica-
tions and of foods and inhalant antigens used in the
treatment of food and respiratory allergies. The device
uses electric currents in the body to establish the
amount of the allergens compatible with the needs and
tolerance levels of each patient.

It is important, in determining correct dosage, that
the practitioner avoid all suggestion of symptoms that
are expected in the evaluation. The most common dos-
age dilutions found to be useful for treatment are #2 (4
mg/ml) for a dose of 0.2 mg in 0.05 ml or #3 (0.8
mg/ml) for a dose of 0.04 mg in 0.05 ml. for men and #3
or #4 (0.16 mg/ml) for a dose of 0.008 mg. in 0.05 ml.
for women. During testing, one in 10 subjects did not
react at all to the testosterone testing the first time.
However, on repetition, 50% of these subjects did re-
spond. At #7 the concentration of testosterone is 0.0012
mg/ml.

Once the appropriate treatment dosage is determined,
the subject is advised to administer that dosage once a
day and to report any change in hair loss and/or skin
condition. When noticeable improvement occurs, the
dosage is continued for two months after which the
frequency of administration may be decreased to every
other day (q.0.d.). If no advantage is lost at the g.o.d.
frequency of administration, that regimen is continued
indefinitely. If there is increase in hair loss or malfunc-
tion of skin lubrication, the daily administration is re-
sumed. After a period of sustained improvement, even
lower dosages may be tried.

When improvement is lacking or insufficient, the
dosage may be increased every four or five days by 0.05
ml of the dilution prescribed up to a maximum of 0.25
ml. If that dosage is insufficient, the: dosage will be
increased by moving to the next stronger dilution of the
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testosterone. The same method of increasing dosage is
used if the hair growth and retention is not sustained.

If the dosage given provokes an untoward symptom,
it is an indication that a provoking dose has been admin-
istered. At that time, adminisiration of the next weaker
dosage should be instituted.

The method of treatment described herein has also
been used successfully for treating men suffering from
hormonally caused sexual disfunction. For best results,
the appropriate dosage should be taken between 10 and
60 minutes prior to intercourse. When used in accord
with the teachings herein improvement of varying de-
gree has been noted in 40% of males.

EXAMPLE
House Dust Antigen

Many dermatologic problems that cause hair loss and
scalp problems result from allergies. Allergy to house
dust appears to be a very common cause of such derma-
tologic problems. The use of house dust antigen in de-
sensitizing doses in conjunction with desensitization to
testosterone in accord with the teachings herein often
offers improved relief from symptoms of hair loss and
dry scalp.

The patients were first tested for hypersensitive re-
sponse to house dust in the usual manner by intradermal
administration. If hypersensitivity was evidenced, the
treatment protocol was initiated.

House dust antigen in suspension has been used for
many years. The product of two manufacturers, Alpy-
ral (brand name), made by Hollister-Stier Laboratories
and Al-Center (brand name) made by Center Laborato-
ries are both readily available. The Alpyral has a con-
centration of 20,000 PNU (protein nitrogen units) per
ml., while the Al-Center antigen has a concentration of
10,000 PNU per ml. The former is often preferred, since
the volume of suspension needed for a response is less.
Therefore, the patient suffers less discomfort at the
injection site.

The instructions of the manufacturer are followed in
the usual manner to initiate treatment. The most com-
mon protocol requires administration of increasing dos-
age at intervals of 3-4 days (twice weekly). The doses
are increased with each injection, usually beginning
using increasing doses at 25 PNU, 75 PNU, 200 PNU,
500 PNU and 1,000 PNU. After dosage of 1000 PNU is
reached, the antigen is administered at weekly intervals
with progression to 2000 PNU, 4000 PNU and 6000
PNU. After dosage of 6000 PNU is reached, weekly
injections at that dosage are given weekly until definite
decrease in the amount of hair loss and improvement in
condition of the scalp is observed.

Occasionally administration of 6000 PNU results in
pain and swelling at the injection site. When this occurs,
it is mecessary to repeat a lower dosage several times
before advancing to the 6000 PNU dosage. While dis-
comfort caused by higher dosage is troublesome, seri-
ous side effects from use of house dust suspension has
not been reported.

It should be noted that the sensitivity of patients to
house dust antigen varies greatly. Some patients are
very sensitive to house dust antigen, they may require
far less antigen for treatment. In some instances the
dosage required for maintenance was as little as 5 PNU
until a favorable response was obtained. Determining
the correct dosage may require use of very small
amounts of antigen, possibly starting with 1 PNU dos-
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age with continued decrease or increase in amount ad-
ministered until the appropriate dosage is determined.
Regardiess of the dosage given initially for mainte-
nance, as soon as results are clearly evidenced, it is wise
to attempt to maintain progress with less frequent ad-
ministration. If sufficient advantage is maintained with
administration at two week intervals, it is desirable to
administer the antigen even less frequently.

If no improvement in scalp condition or hair reten-
tion is noticed after about two months and if there is no
undue discomfort at the injection site the maintenance
dosage of the house dust antigen preparation may be
increased to 8000 PNU. After two months at the 8000
PNU dosage level, the dosage can be increased to
10,000 PNU if results of treatment are not satisfactory.

If improvement in the scalp condition and hair reten-
tion is not seen in 12 months, it can be suspected that
this treatment will not result in improvement. However,
it should be noted that positive results have been ini-
tially noted at the end of two years of treatment.

Discussion

It is believed that failure to recognize and treat effects
of house dust and testosterone allergies results in many
cases of baldness and disfunction of the lubricating ac-
tivity of the skin. It is suggested that any patient pres-
enting with unacceptable amount of hair loss and distur-
bance of the lubricating function of the skin should be
considered as a candidate for desensitization treatment.
If the patient is found, during skin testing, to be allergic
to house dust, treatment in accord with the teachings
using that allergen should be considered. If familial
history of hair loss is reported, treatment with mini-
doses of testosterone should be considered. The mini-
doses of testosterone may be given in conjunction with
housedust desensitization.
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The levels of testosterone used by the method of the
invention do not in any way effect the hormonal bal-
ance of the body, since the amount of testosterone natu-
rally produced and present in the body is so much
higher than the minidoses delivered during treatment
that the effect on systemic hormonal level is negligible.

Compositions containing the small amounts used in
testing and treating patients can be provided in ampules,
vials, or bottles with dropper tops for purposes of test-
ing and treatment. The bottle with a top appropriate for
dispensing the medication in drop form is particularly
useful for dispensing the composition to the patient for
self-administration. The vials or ampules with gradu-
ated concentration of the testosterone would be appro-
priate for dispensing to physicians for use in testing
patients to determine dosage required.

Appropriate dosages may also be provided as buccal
tablets wherein the testosterone is formulated as an
inclusion complex with cyclodextrine. See particularly
U.S. Pat. No. 4,727,064 to Pitha, which is incorporated
herein by reference. Dosage may also be provided using
a patch prepared in accord with the teachings of U.S.
Pat. 4,978,532 to El-Rashidy, which is incorporated
herein by reference.

I claim:

1. A kit for testing immune response to testosterone
comprising multiple sealed containers containing com-
positions wherein at least two said containers have dif-
ferent concentrations of testosterone or an ester of tes-
tosterone in a pharmaceutically acceptable aqueous
carrier wherein said compositions of differing concen-
tration each contain between 4 mg/ml and 0.00012
mg/ml testosterone or an ester of testosterone.

2. A kit of claim 1 wherein sealed containers are
equipped with droppers for dispensing the compositions

therein.
* * * * *



